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(S7)Abstract: 

PROBLEM TO BE SOLVED: To obtain an isolated 
polynucleotide encoding a polypeptide . having a specific 
amino acid sequence and useful for expressing the 
protein COSBF p) capable of binding to a cytokine 
suppressive anil -inflammatory drug (GSAID X ?fe 
SOLUTION: This isolated polynucleotide selected from *v 
a polynucleotide having at least 7S$ Identity with a j 
polypeptide having an ammo acid sequence of the ; 
formula, a pdynuoteotide encoding the same amino acid 
sequence by the multiplicity of genetic codes, a 

po iy n ucl eotide complementary to the above * 

polynucleotide 3* and a polynucleotide containing at least ^ ^ ^ ^ m s.** tv ^ v 

the 15 continuous bases of the above three '»* 

po^ynuoSeotsdes, Tne isolated polynucleotides ts obtained m m m ■ m 

by a standard cloning and screening method such as a s?* i^ -k -?iw * * m m $t *as ■*$*■ 

cDNA~obmftg method based on an mRNA from v , „ , ... f*, . . :f? , K ■ ^ 

spermary and T~ceHs. ^ 

-??r. ^> 
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ztmmmh Tmmmst mmrs&m mmmoA mmmam mocmm m 
mwcnm mm^trt mm^m zmAmoA mmm:<\ mmmfr^ im 
mmnm wcw unt^tcm wwj ®mwm& am:?&m im 
cmmmQh mmmcm cmmcm ummcm $mm&m mcmAm ..me 
ctsm&;&c mvrcTTSCA rmmmm mxmtcm locmAmu ixmmm im 
mmccM icKAmci micmmcMmmm Ammskc mmmm im 
rmmm mmamm mxrmt& mmmmt Ckummc mmmmk \m 
mrtmiut m0mzA mxM^txA ucmx^x cmimkm 0&v&w im 
mmmmi artmm: mmimm tmmmm mmiXMQ mmmm* im 
MmcMMA immmz mmm$ m&xcm mmmck CMmmm mm 
wstmm mmmr mim:m mnmm mo- 
mmmcA imamm cmm&M ^tmmu mmvcrrc &wmm im 

TTTSOCTOI G^OiOCAGTC 4%£&3?@$T M£fTAT1^€ T&C&TCACTC' 1380. 

cmmrtm etmam cmmm nmum wmmrx mmm$£ im 
mhmcTG itwwan tmm-czr tattaatim mo^camt Mrtamrw ism 
ammMt cacatictca sgttccmst wmm im 

1 0 0 g 5 1 (2} m#f2 0lf«; * iii);ff«:^f 

(A) W^to : 3 6 5 7 S /ft i i v) : & L 

(x i ) mmm ■ mmm& : 

m Sm Im iU m m t<?* My m Tyr l^ AVm m h&x 
i 5 ;o is 

Tfo: Mil ftp .0:!u L« .Pro Lys Tlir T>tr Vsi Pro Tb: Hi^- VssI Qly 
^ M. # 

. 'Sfti? 0b f Aia tyr GXy S^r Ti-fs Cys Ser -Mai 0:«?: A^p Lys?: Afg Ser Gly 
36 40 W 

Qhi m m Ala He ly& Im $zt Arg fin Un 

SO P -50 

■m hlk tm Arg'.AU tyr ^ Cilu UU.tea Leu l^i Lys His 6Ih 
.'^ 70 7g SO 

Hi* Akj-s V&l tU hiy u-x itu Up *M: Fhe Thr Pro Ma.&s: S^r 

9S 

: U» Arg-Asa Pho Tk The lyr Mc? t Pro Phe M&t Gin Thr 

hh} ion, m 

Asp Uu l-y,i !U: Me»- Gij U>>X Qlu Vhe Set Glu iHu 1.U &I& 

ilB IP: 125 

Tyr Leu ¥«I fyr Irljs &.t Leu Vn Slj Utx Us lw II o His Sear Ala 
.1^ 140 



an <nwt$i i- i. 36873 

n m 

m m m nu km &m im i?$ m ai> Am Ma m m giu 
im- m xm m 

Am Cys m l ? ?s lU.'lm Aee, ^ Sly lm. . Ais Ar.& sfis Am Asp 

m m m 

KU Qiu Um tm CUy 1>r V*l m Thr m Trp Tyr Arg Ak Pro (>iu 

180 -m m 

\ f nl IU Im. Ser. Tm »n B** J>r-AsR Ik Ik ¥*] &?p Tl<? Tn; S«r 
« ?.8Q: 
Sty ('ye Met. Ala 63» to leu Thr Gly Us tb; tro Hit? lye 

m m m 

my ty& Am> Tyr -Urn Am Sis Uts Thr Sb> He Leu Ley ?&i Thr Lly 
230 m 240 

fel. Pro feh- "Thr Pb«f ■'.¥&! S.ta Lys Usr-Asr* Asp Lys Ala Ala lys 

£tt 2ee 
$$t Tyr lie Ola S^r Leu Pro Thr Pee Axg Lys .Asp 'Fhe Thr 

200 ms m. 

lm£h% m. Arg Ala Ser Pre Gin Ala Ata -Asp Ush &1.G.U? I.y.s « 

m- m m 

Uii.m iMK.Am m Asp- Lye Arg Im* Thr Ala; Ala Ola Ala L^.Tk 
295 300 • 

Rs.s : ihs> m m ma m m mm m m m m 
m sua m& m 

Un m m m Asp fc» '&r lm Oils 8b,0k L¥*i*» Thr Ui Up 

m 330 335 

Slff Ire lye -.Sk PeLr lie Tyr tys (^ ;Pk: ml Aeer Ph* Ser Pre He 

340 MB m 

Ala Arg L*s hiip See Arg As* Arg -Sey (>Iy to- Lye Lae 
See 360 365 

10 0 6 6] (2) IB^*ta^>».i * (i U i«| :c:DNA 

( I } : m ( i i i ) l: I t f-f i?/^ : L 

(A) : 7 ( i v) T>ft:/A • I, 

( B) «?ii<e>S : « ( v ) y y & / >' b *m ' 

(C) (v U 

(D) h^:-.^ .: j&§|$e * 

( x ■ i 5 : : 
>^TC(B>TAC: CAT0(;ATTAT AAWdAl^ AKAT^AAAG CCTl^T('Cie> aMAAC^CT ^ 

TPTACAA^:A m?m TO 

[0 0 6 7 J (2) S»t^1^fl« : ^ H i) St^.l:t !)NA 

( 3 ) ; . (i i j ) ^ ^Kirr y ; % L- 

(A) : 0 B?t«A:i <® (i v) 7>ft^^ ; t l, 

(Be « (y.) e7^.^-'' r^l: 

(C) «e)t : * (v i ) MM: 

(y H E^-:«::S«t»4 : 
CCTeLHGTA OA^OCCCTTT TTCCGOATOA GOCTITTalC ATCATCATCT TTAT^XA SO 
TGGXACCG -5S 

f, i", 

111 2J C r, B P y L>ee^Sy^:L;l 0«T y /ST^-.>P •>{; 
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a : p v § & & 4f- p r ^ a & & r x g s x p- £ 

f ]i i? X D F ? O -X- J* 33 A * 5 J5' 
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& s? £ & B U H r Zt T ¥ P £ w « a cf X y :< 

jg. j v f £ r a is & & $ n & & 



(20) I 1 9 SB 7 3 



a a ik mm 
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c i 2 p zim 
C 1 2Q im. 

im 

i/m 
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CO 1 2 P : 2!/fe 
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mm 

C X 2 N 1/21 
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This spplimtkm is a s^^sdc^^pst spplkat$0& s£ ps33$£g t?>S; '\f^$&&tej& 
Ap^mm &ezM Ms, m&m^5 MM Mag 3L WM wbkk m % ms^m^^ m^p^t 



T^h. hma^k^i zzMm* inter to teg bktd^ i^te^ to gmz$ immSi^ $mm 
m& assays mid m-ethods lor ^a^a^sic^is „ Mam ?3hss 

GSBFp, to gems wootmg mm mm$ m& mm& m$M m ^ m^Mm 
$hm$^*i^m$£ ^M$-.^mmmh^p stem, 

ki^^dkife poMjss .my^§d .s3 iratk? step iti^a^B^Sfrv xmpmm c£&$&#' : (tai 
.r&«^j5k'^^t]y sk*sra5$sd tcd^ssfcrag msk tbs p^«c^ori<3>f 1 assl 1HF in tmp<mm lp 

ths loyal of t-^ss£ipdo& mvgfm tm®Mim m&m mcti&m, Tm m^mms smmmiMmih 
•<«5?tain of; pynd&se^?. i^iaezdle^;' k«£ : te* & class comp<Ji35i^s r££b£x&$ : to &s ^CSAID^V €<? > 

lis pf^dk^' bsMsask, -5«{4^^#^ 
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W« 1 59287 

&ie d$s%& s&d mmezmg ®£ mm p&JssRt togs This m^fea fecl&sss,. 

xggr ptote c^^^efe^a of sddife^l €SMO bi&dkg pmtm 

The B^As of Ms mmklm , mek s& sjasdgfc m$ 

m$ sMkksml ms$$b$?% of thv CSBPg :&m& m well tl>$ \mh of m&mm$ 

gsnfc l&e sks^-pfctdn Itself is ^is^fiy m ^.th§isp«^e or agsssst ss^l! m 

20 biix&*g ae^^itf. T&s p$@&3$ is alsi* £br ciddag 3£{|fs&% |5r$d£c&m fe- 

F I iterate ih& mvk*& n<M soqts^jicc a^d^a^ $<x&ms$ CBBlPp, 

Figj jres i was ^JS^verM m &W8$A Mmrg- $^^ &mz. ®M§ ®£ : 
2 
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ftWf 159 28 7 

feists testis tssitig ;^ ^&$s$®$ '*e$gfc^-*%:fP^ a*^s|s. {A4saas t M:,B,, fe^cs, 
i '^taiin^^-a-- <s^$^' : £$e& ••ms^aa^.^sirfie .i&r ' ^^TO-.^^ka%ji3L m hsdit^fl 

%&W$ of f^my^W^ ^^^ r ;tz^^-w0m: w®&^ &t%& CSBP i©3a%> 
mzM$kh. m^mm m^xs% ^: €SB^p $£3$& smir^a mmt *sto% mm m 

• to tea s£ UNA, £m&a&i& . ibr ia$^5^ $3$t$& m& ^xmak< s&ssasg or 

t^m^M s^s^^eM, Si^3^l«^^f^3>^<5 HSM^t snap be tlb <*>:&*jg s&s^sC $m Ssgmt wim 
mem w iiixi&y l>* the f^>cs>iif^ s^^kI^ .*S& a«iVf^t£^ : 'ib& ts^^sm^-^trsid/it 

codis& s«mm$$s f t^te wM^^^ -i^o^^^: $B&m&&* mMk^ but ©c^ 

p^pcj^kfeimy Sjsed : t»- a : £»s^¥i:- s^mit&r ^^m^i^^& 9 vMsk tmiBM^ mm^^km<^ 

d^ailx^ Cfefij ^ ^ , 4^ ^r>^sss% 

3 
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M$m <2&r fc^ are ?^p$3^rcM%.^N^. 
5 isssd kss^b &$m tmsm^msm gokymzhe^m that a s^gfe m^lkoKsss «&^es5 m 

&&• & c^&msg aifelic vsmaat, a* it $my be & variM tihM i& 3&.lE3«fe& &> 

$3&sr3%. Sack ose^ktg v^asts o£ ms pd^i&b<&ds -mas? h$ ss&de by 

mmmmm %$m® mi- ^^^km^Mc0m00r^Mm^ . 

Ammg th$ psssMla^ p-sdsrreci ^h^}aasft& of tbs »<^5sm tMs r^rd sis 
SO- i^rassk^ft^ arate add ^s£^c^ l^$B : Fp set i^i m Wlgm. t 

Fa^sr pi^ajfe^r p^&nsd ^ p^^d^d^ mMlr^ €SB^^ vrnm^ y m^^, 
25 ^mm ^m^ce of €SB?p pcJ^s^ ^:Hgsi^ 1 (S&Q 10 NO: 4^} in s 



(:«) #fl¥l 1 - I § 6 8 ? 3 

WW* I S 02 8 7 

Most U$&f -p^emd pd^m^k^k^ fet ec&Y^d^ a s^c^t tb&t i« «l 'tot 

90% & ^^s/^>|>as^l33# p^feed, aral toss wik ssi is?$£ m%. ass ^s<&% 

S p*s&*rssl Pmttew% tee wkis. ai lemt f 1% w$ M$&y pmknm m$ $m?, %is® M hmiM< 

m lh& pmmt iseto Stoker ssfet^ to strife to 

; p&s^dseSkb m^feg.-a p<%p^?^ &f ibis Mi^tfea $& tsis jsg^4 |xs$sat kvsstlsrt 

M of s prctsk* Iter assay ®? pw&ti$mt? mim$-i£k#t to^s. M ^mm£fy is tk*; «s&s* th# 
sMfe&l sn&ss? acfe jw tew^srf fern p^&b % c^slas: KJt^m 

p^ecpssjs^ tm? fee festive iM^ie pc^j^ide Whm- |^aseq»ises .s^.'^esM: 

l&M&^mim-< Bm^^ x . :p^pr^ pmps$®sm.. 



5 



rf 1SS28T 

:m£m$A&& mmcz of I, SBQ I© HOr 2, 

llsei&W^.als© t^mss m i&gnsm* $^<s&m of tissue pdjf^ks. 

5 IB- W>: % ms&s a jps^p^ds vvte ^^>ma% t&o sss&s bkilo^si festks* or 

ac£*% p&ygegiMs, Smztims m & €SBPp y or smms tfee sois% ^ bMik ftpsd or 

Tk% f&r >**hk& cm fee sg&is^^ dsa$as>s tsf Has 



■&z*m& tosy o? my be iw^^kti £bc gess&c co&§ (W\ s» m or 

vdy^p^Mm m&m&Mt mm®*^ m&.W*. mm^M. to a&r^s- iss kip of 

Asm® f&e. psirtbEsfei# g^^alfe*.. of '1^' tess^K k dbis ^p^l. ^ 

&^si!SS3fets> ••.^s^e^^ .• p^^cl ^BbcKlisr^ts of .ism^p;- m thn rajwd sirs; 

: pclv^$p£^s. ihs mm& m& of CSBFp, wisj^ s^ai^, #3*?^ asd 

. <^l^C^B^p<%$^j^ ®f&gzm t(SBQ ©NOs %k>^^r^^E^ ? ^ §^ 5 to I^ llo5 y J 

8 
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jfe t&s pe^iks &c*Mi£s <3f €SB£|L Also sspeds% peered m m 

^^SaS^lve- Most .yg!%^^to<d:#&.|^^ ; ps^fe'fe^ t«S Et^te 

3sss; MM hMM& t<j- of 2 assx still so p?ofei^y s& IcasS 

as- te^ea&am far t&--:&ftH&#* po^p^fe B^pissts or 

im&i&i&m mim M& m 0$p0$^ or my^ <mprm^ a.ls^r 
<\f y&lvk S>OT a pari c* rsg&si: W&sa <^^js^ : w&lm & h&§&' ^fyp^p^^ £8&&fi&£$ 
^c^issatl ^gjr^s^ ?5Sf->s?i preferably )M:n & smgh «&s&&£Qu$ riigiota, Bj;\V£VEr ? 2>-^s?sf^ <-fb§^&&3£3> 
' 'xmfW- 0ms$m^ : wiM&& : ^^-U^r-ps^0^^^c. '^'■■msssss^ Stairs- 
25 .^fe to & £apfcssl -of. a €SB£S pe^pj^s^ of -ths .ps^e^ c^^i^ v^hsss s p^cvrs<sr 

os^b^i $«£i?3&^$ ^i]^ fep^it. ll^Ss^ t^gn^ts m <m sspst s?f &o n^ik^g nte^l 

sssej^^^ ^fto ito stot N5 f iO*%iM?„ .^S> 41^5; 4i40> 4l~m y $<>~m% 



my i i - 1 ^ 6 b ? 

1592 8? 

b this eoss&si *sb<rf ? insfcafes & partitskj^ mated smgz :ei msgeg ksgsr <ar srssaSfer 

'iasfesps, $k<M- 2£tm^ m ihk a ^^p^^:.^^}^: m 4$ jfe or 

S 2 c<- % ■*izt&s&<m$-?#^i§%. ic* sassgss &s : fc^^'40>ttf$M assess! tc? 

mm> 3&&'& &$ ^row as 40 ssvsr&l &imm mxh to 90 askss ssvcrs* ajrsto sdsis. 

.pe in r^is .^^-^ ^. : ^ogldl ste<& as 5 ssi*i&& iekss &t$^a& of 

&Mkkm m ^Mkm. Most f*y% j^&^ed of afea-tJas rq>.&si asxx '^s^a^-^m- : &b<^-$*i% 

15 Ir^«^5^ xm^^ it^lii#:'.CSBI^ ^5^>&fes kavi&g wis^ acid £%srt- I 

.ssss&ses & t a csbsssfe^ r«^k^ past: m ymtimi f&sl irsd^s ^ ^.-s 

ih$$&k*x& ^^ksbs ?£- : CBU¥$> ^^^i,mh^m^ ^■^■■i^s^m-hx M$ zi^&kis&f&t 
m^ipm^m tspm%^m ms0^0*k. m$g$m, .^dfe^f^Kss, ^s&otes^^: si^b^.a^ 



I 5 9 2 8 1 

£&m§,- U$j& prefer Ib^^ts m $sk ass? t&&£ tb^t <^^^:^.$&s of 

€SS$p 1^t «OT^^^,^tt^l flares, ssfilt m m^&vi&z 8®mt$ m <m , 

1§ mte $0 <md sb^'IS^ to akrct IB 1» are W5 s$£4 

mm^ ^mm^^ ami &gk &i%sdc w^^im* hs^* : p^i&zz& i%0m&, Svck 

«i l^e sissaxu^ set a&cFye i^s^^g S^g^s^ b^aesaL 

BsiSbpt ^s^rr^l ssgbf^ ' w tfe^-tfi&t CSX#P, Mq££ 

l^tes^':^/^:n^dfsm- totosa ci^as^ fcM^eai sdM^ of €SE?p, 

^d«#ig tifig*-: & .sfester?^v% .mm i^<^<ed : or mtk & ^ts&sM sa^smMs 

^ i^n$E^ ^ie^fy those* k^idfe fcsdse sftfe^^^cb®^^. ^d-f^^es^^. 
^^H^i^d>^sott^ xtoia^^stimeort ^^^sefeed ^grsscs^as dtaft^ifegre; 

pmmm sf- this snvsstfetfi &*s made % $&t&3&a$M& gessstk 

or v^^s by w$li- ^css&wsx -m- si «l^^^Tia«s- .<?c?dmg. 

§ss|^ss^ to $M ptK^bs be^i pepar$<! m i$<^&^4 cart fes sfosi&i Mo m$ 

$s& the s?f ^ -vector is ,a js^t«s s of d^£«> Es^s^ji^s 

^s*sse^«^: i>MA d^j^ tet ce5Is vMch thm em mm£#m iwM8& &s 

bac^?^#s^ .1 {B, ed% f ^C^Cl j? c^l& pCI^ ^0 ^^t^^m? 

9 



mm* IStSS? 

ss s& y ®k. mh f zms <b&& 0^5} (3$£?) sad; T* &&&&& *Msfesisr <tes3g% 
5 Tfe gsr^ csa p&5£S*t mstet &z mmm vi % p&$m$®r* zimmnis UMitig {fer 

fc&st mmhrmM % & ^Sior wMamg. Skis s^xsssSfc* eoratrastibfL l&e-fra&gg;- 
se^ssee m m^xM mmmu a sips!' §>sp*3<k ox kask? se^a^s^ the sab^ulv ^iagcas of 
.J-3 ik? psesssi- ir*^&e» s*s» be : <ss$f s&sco 1 usk^v ^ g; mil iao ^xosaotex m tk$ 

A pmm^t m& sigzisi $c$^m, tas^ey ^^^^ssaa bs wveil by the? 

oM«al m ^&mmWm& pmsmm- ^ $mx&- ite. A<m,?m 

In sMtem lo.so^rol sp^&Gss&. ii may -bs. &mmhh' t® $M s^i^oss 

asji! B^uk&ry ;^83^£^ ^htsm. ta- ttes* ?$£ s&i! s&a s&a^fcg/ 

^^i- ^5ss;;sh« :S^wof a. ^sse:t0: Wtxsm& mm o&M $®$®m--tn & 
c#am&sj :-<ar pkysksl s&as&a^ is^&^ssg 4 m ^msmm oi & z$^M®$ mmpmisfk <Mm 
of *a &s wiof, o^^pk, «5^&^«? s^^oss: 

2$ As ess^ssba vector is ^isfr ao&a $M pamoate? e&sfag ssgi&iaeg is k^sd ; 

so &s ypzm wtik ihz x^ki<&y s^^xs^ ^c? p^uo^^ s^ad ^^tstu$^ of 

oo&^ W$k £«ap^; t*'^ eossMsi -s&|^^:'^^ : ^a«a'1^^'^i«- codtsg ^^$^C* i$ 

te^. ¥M ^m^x ^mmm m&- <&m &®mm ?m* -i» & ^ sate 

la $ssg§ >% jk>ms$ to $M. whids osu^s : -th« of & 



io 
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^se^^i^.^j» fkd^ jj^SEy las .srs&fcsl vstersby gess ^o&kg Iks bM^ pi^fe $a£ 

5 sft*&&£3$ "d&ffitt&i §$$k m a -sg&SKft %faxi<&& thai £be :b£odkg olsbi |« sojms^fy 
Mi^mmi^iy.> it ■sosaS& : bs g%p§M m ptotefo £t^*&st y&Mi. mi «&&c&d 

10 mtSsr^sS'. Ms&&ts :cr prepared fey ifta ddstfea &f.-&-p®£i&& &f ,ta$ :S&ip#aos 

teodli^. pa^eg^ fey i3ssr£k>& of a sequcscs, a$d&r by s#>Mi»*m of oas or ^ro 

im T M&aim at. 5 m^mi^^^M^S^ Ys*s.Xs*si % m&fc; -MmM^MM 
A ms^bcr of ^r^&j^k '<3^]%$^i£^. %^i3^^\-ja£^ : ''vh3^^3£: m the &tt. §M> VS. 

■*M*&®$ 4 4 4ii^% 4£m£4§;. a^m^ m dm ^&xm m 

20 ^» weaors ass aim "kemm m tks ast, g^, OJ ? 4yMi0^; 
4,443,539; 4^30,42g; ;||^;giiK^a. fmk. ^&#e?BS 103/^ 9ft4^L 
pS'Vi^ im <&m?m&ki tJ&^^tJgmd-' l*32%MZ}vMzh \*s*& ^« SV^Q fete pf^mc^v 

CMM^ T:4125*29) yMsk . ^ - C^W pmms& to Mva ssg^m^m> BkB: these Is&er 

hd^mJmm th&imt <^$-m$. pm§s&<.. W^ ^m^m. t^m-m^^ lk&.pmt$m 

U 
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w&m* a s 9 2 8 ? 

&>• jbda&si ^ kr&m w. *^m£e& test est ^mfe^^ .^siim IS* 

m ^MiM mthe a?£ Ctorsks! sy^esfe :pegEids& Umi pasS<s*&i%: pi^cn^*! 
&ss&ra 

thh- also ip'-Gvi^- s ^^^r wfeher a llgimdpr^^^ m. 

CSBfp Ike or £m&oM&s4 .or* sdM si^psm mz? be. *t$e<lto M^MiKg 3£^'%3&&t& 
b# &5&<si W!j$& &r$ assii fbsr ^urpcsses af sxp^sissi CSB^p- si: k 

mimmd m iiels ^sth li^s <sr ^ et5d«ipi^s CSB^p s£> th?it Mr^bg If 3Jiy k 4# 

2$ & fii#im e& pmm& $^^mm nik?<sm$ mp&rmzm m$*&&m* t&Maz 
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159 2 8 7 

^Ttsmfe ^px^skss vsss^rs vis^ promsrfsr$ ? €M\y 

^^^ISto- -$&gmm*. et S^t, &gv&£ gftsw^. heroes, md & aete^lsk sasste 

5 C^solk; g^pa^ss^ : .fr^- &$&$feci<£ m "mmfmnmi sells- s&pm«ig $m% Ikmm 

mzM. m tag s^saisg 

2MO cell fysstss i» a ssi^^w ^s^i^ w$& SB 2§31$$ : &t a &^*o^d 

■ bbx^ as a- my assess ^^sims t$ ccs^sssd v*&$& m Sssows t# Tse 

^vsMiM% of p^rlfei p?$tm&. £ksm s&mmtm ^m^mmm ssstagf :$tem 

15 oris m $®z$mz ikxikmi ^Is^os^-M eg, to^^i^i.psjxjx&kse 

$g$$tt|$ v ssid protsks . the latter <s^>. ifcs ps^teiji can fee assd as- a wm otte 

B^?:rfe5g ^^j^y ffsQ^fe .mm^0^ ^* ^?at aa a CSM^ 

; k^wls^ tor ^ <^mp mmk^ ptmki. Mms£$i> ^s«s ilmt r&miMhm& : 



(34) 



IR l I - I B 6 8 ? S 



t^dte p^tito t& $s?M m iMm^d b$ s&o^s) ox by 

»f CSB^ with w^^kd ^llym&i&&. T&P. 1 iy^££S$ aad ATP, 
Mkswsd fey ^&ns.tia& e£ tlse. M*s$s! ts^pt j^o^?^ sssd se^^j^. Kwiss sesMtv mm 

cs£s) ^ AT& A&^sth^. it ssajr fee po^Mft ts is^sfte *. .sstsve- form of C&Wft 
®c$& U&01 Mctiati smsm M -Smst mpm§ki% -&& mmm €$W$ m& g?mm m Mm 
m ca&Mms itm for. mm? <s il9m) h Mat €&m. 2^:29 

; im^ 

IS £m?nb&& h&$$&. Thsy csssM zm tend th& ms&l w^mm.^^k thm^^m- 

It. Is exposed tfcst CSlPfe Wm zih&t MM mil h& ^\um& w a MAS* 

wkk^n^sure^ ^ MA£ , 

2$ M-^m &mkm im& stated: zMl m THIM *&t$ ste*&fc^^& 

*Mm&tmis0T a^m^^Its^ wltfe Uie csr ^»ted 

Si> These assays cm fee. uss«l: to ^t^sver c^i^osirtds wMck blc^ & asfe-rka* of 

C$M?§: protsm as3w^ a«d : s» itr?pn>^ t&? ^^s^ of slr^t^ fcwi c^^ss^ . 



(35) I. 3 - 1 9 fs B 7 '< 

HII I S 9 2 8 1 

His- a^lty hmm : €BMp w tmm a : j$DGl ^etacm ^sia ^$th §s 
*<^£to £i* osrn{fe% aiiows tfee .^ifsct mazing of c^rnpextsds ^&S5& Mode 

$?m$k M i CSBPp ^st s&asa m M Mick tes- sfei m 

Tkz tmMvk$ pi ®& e&a i>§ ia«Jr^^ h$ m^mm^ m^mm^m 

the s# m^taae <^&% si. aL, |M JMkMA . f;;. 344?~M S§ , 

: Ik a &^i$m8& m&t^mmM hm&mm* OSEPp h 

^a^ato i^stasi mth &§>jp=s:otds. T^&dijsg wi^^<?tkss 

ssa m wmm%4. h$. usissg s^sactivsh? laMsd c^k&Ms a£ interest .m- hMm^if 

ra$s&c£ivi!>' y i& k$t<x&mi the. mzspm&m to fefcisstedsttsg femprfs <^c% : tc? 
j^Mat ^ Cc^emSs &t&mm$8$ fe 

Ths M^r;^fi ausss^ wfcish boaod Hgs^cl ki s^^tocl'- i^V#^ ^cK^te 
cbr^^t^^l^f. i^js-ec^mris is saitj^je s seyassikig Safest, c^^^ } 

micrs5l>^ gxttas^ aad. sx^ct^ <#pte^ -mtedsl my M imc4 isMMm M t %'CS^10 
35 yii<£i??g ta HIP, i <$%&ml Ei&mm nt£ <m$im*& m if biding, is ^toKc^si^. 

by IC^^;. of A tmt hit-rat^ ^it^ sbe hilars to obs?orv© 

ijjMbitbs by an^r of a sgte^ pmp ■& *mtems& mimmf m&^rn tm it® assay is 
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m) rnm^-i r- 1 9 6 s 7 3 

Ssp&CS $f this fe^Jkai to patk^s ««5^5xag ihfe She? e£fe& $f 

s\im&ss&m hd®&% mibm&. m^mm&d mih csst?^ «m* 

s^ids u-9t^&sa$^ : fa^ m^mm^ type CSDA% iMjp stei^ csf^Mimfem, 

m®h$* bc^ t&wm asd spfcsa* m& kpsy; s&rdi^sssslsr fesssss as ss^ito^- sstd 

JO '^^3sis$oM i^^Titss* Os£«<mi&G&is* Bpwsl Di£ss*ss |^ia$% 

fes«t&s f $$8$$s3&;- arcl cFiljssr -s&ek ife&sss m cmMkm mmxs&d with d^sg^s&£ or 

semi Mtise, ras&ssda: s&d sateta^^ ts&s$&^--&^-m km$ : ^ymm^k> test 
gstil raj&ctte asd gr&t wss fet disease., tJii is^s^km ^sast^M^ t&3^&t 

rloss smp&^s Mnsss mm§* of QSBFgs. Qs&sr sites Of 

JO T^^fet^, idi^&g .th& M^stim cT CSMp <5m- ot r^m of its hfrnsm* or 

hvm0m. also ^irato^t-sss f^af^c«8^K3l ^r^^ks^is psmp&kmg 

:^s$s€bks carter. A vadsty of ^qiie<sas tmf ^mpl^ed^ ^g. . ^t^r, ^illbtM 

^bsta^sss as ^Irsd ^fprm^m ^$kM$k$$ mnmtkm. as 



tm wmvi i - 1 9 $ 8 ? 3. 

15S28? 

• saek pha^ceytis^l f^uMass* wiM$ r ftxm h-M &m^\it 0.5% «t 

os: s£ Isast akmi 1% to rn jrajchm 15 at 28% by m^im& $chm4.pm&mly Mssd 

co&ki fee sre^rcd 10 S ''$0:* ststlte l&^j^^vs&er^ $®4- S& mg of & e-e^gk^raci of i^e 

co&iid ^ msds spla miMr, 25i> *si 'of s&dk ftmgsrs ^s&ssa, sad. !^ : ^,<^%--«€^cca»l 
£0 $f$ij at be egp&ts&t so ihsse sfe&ssl m tbe mt atid m ^sse<n!*Kl m i^ss detail 

■t 

: 1 S p?o^&ss sad srt l^^mlterfe emglssgsssl 

h c&ssc&mmi % the «o!u&i!%: •ml/^W^. suture d: s$^e^4 

20 is £ks Mm ot ^i^s 535: «a^«fe coj^kii^ «.^ip^$s^ as milk $m&z s 

<€ clay mi Ithcy' ?5i$y be ^ii^istcr^i s^biissgs^lly m tbe tosi 

m& s f» They ^sv !se admfei^^ m0f m tM MmM &Mkm : y$k*tik m%f- 

l^p^^mynll dmmms the dt>sj^e of pr^sst ^criips^tie sgs^ ^si^ mil 
bs ^ost sv« js^tb a»d k w&l vsry the loim of ^$m«^^t^ : '^''^-^^^^ et^p^ii^l 

p^rsio^a WiIi geas;F3lI>' wish to M&a^ trs^^EJ? with s*aa& m^^ally 

^>t?s^t s^cs dr^m^t^ojs is reached It ^11 ^mMlgbQ tms& to 
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(38) «|PPl I - 1 9 6 8 7 3 

m IS §2 ST 



i&- the mmm- m «$eefw««^ is of sf*kr of 

$^^&los& m Is >sm$&&$%4' miih theses <st&cr ikc^pesitic Th& tt&s^es&e 

5 <kmg£ wSi ^msM)? fka& I Id W milligrams psx iky aft& .at^s&jgl*' it ssis^* &s 
$e*£fst ^^r^; c^^ twssjSL Ts&Ms cpx^ms^ Mss 0,5 &> M zng> of 
active ;^^t'^;|^tk^%''M^&|. 

Cass be adm^fei^ fm pc^b^uMc- &zu$ksf ik&r^mfic trsMm&m. hi &&'4^Mz 
I'C* a^pU^t!^--*^^^^^ are afe^^ecpd to 2 p&*k®£ alrc-sidj? s^l&jn* Sf^m & drse;*^ isss 
mmim mSfcks&.io m?$ w m parity mmi&e Bmm m& mmp^mmm, 3te 
; pr&^ls&tfo 3p^i<x^u>?5% c&^?<^dss c^sliH^i; the pess^t s^pssinds ®r a cod^asj 
tb&^f srs ad^ijiis^^ ^■,^^^;.mt skeMy m & %m$m t&s psa^-s 



I § Siig& ox rt^MpIs o£ f&s pk&rm&e^oal ^jj^sife^ cas os cabled 

it h fiz&f$$& ^t ih^ pixM h% 3& Um 25 K^doot^ Ssa it- h ^^mmi tM 



#!i ¥ 1 I •••• I 9 8 B 7 S 

1 5 8 287 

^rss&stel ss^j^ .^.d^jga3ed.to- i^rpks spscifi&A Mj*S 
&p*3 ^siKtas m^vtsr ®s®&: m& mbMt gem mpt&m&i tzm&l^m gas* 

fe ffcs maetessm of as^ss* ^sexsss tepu k m Mkved to syds top ®m m; 

by mktgsmxs- %nch m Jg$$<m l i^skte? by 

its h-ki&sg fcs rsgul^rv Ik^f ^ rfeSfi^ £m*$m®®$ m&m^ &t&$®&iS&&- 

mi <^ cUmk^mo<Mf $sM Tm^rm^lSM^ mtiszzsz mck^tegp. Is 

muster % &s M^&sg dts^^iE^. vrhi&. m- k^mcpm^tM te&zm- 

2$ J^gr 4M428 OMI)). esix^g Ms mtfsnt ^m^ m^dh^w^m^m^^ 

m T^sm shmmc M^^im. m 3« W ssc! Msw^ s^is^ s^B^k: ^ 
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(0) ; l- I 9 6 8 T B 

IffiH 1 6 9 28 7 

5 samas <&:mt%t&$$' &ft&&tmz Mm&£ Bgmm. the CSB^p b lock bmdmg of rise- 

**t4sr to -trc®*: or a^las&ta slksssc states 

10 sasr&odfes are .^Siffi^ & adscfce<* xeeofsjr^ w^, mfe&s*. is 

Mm&m S#«&< Ssrgim tas t3ks tf^iMssd maml is sefe^ ^ :.mssx$®g is 
Wm :m*m o&v&mwg p^f^kmi mi&o&m is ^4 $ti3yc$&^ 

|S M^ocio^l anybodies fce 4&e :: |3r6tsiass' of £h£ present iswfcr&osL -sssii'ts fhs fe^m^s 

&&ras*& casj a&o -mi^ ?mM<&£ by &m & ML The ge^^ mc^^M^y &r 

.^:b^^«^i%^U1i>§s : m^M cmmd by csslt fsskei, atsd slso by stto :*&^%&s 
4,4523 >%' 4 s 4g$#57; 4,4^500; 4^1,632; sxd 44^3^0, csf ^wssi^s^.. 

^km^, Ws m^<^m M tk& mv^^, : father ^lycte^ . & v&m®$m£ fern 
ihc im. ad^j^s tlioy &m ^ m^el tis is^t^ ths/(OTP#' torn -cc^ as^4 - ^wte 

20 



(41) I I - .1 9 £ B 7 3 

mm is its ? 

bsss^d assay far 4&tm&$. £>r n?«diic£tkas of nmi. tm^mm^ Wm. tm 

ph^pis^Mm. ^tsm via or d^mm^^. or smsmmmt m U$ 



^m^mfy, xxseM tts&0®& &&$a$$. • tfcsss & dSSScis&SB ^beae^ps 

IS s$5^mim»d v$i& s^f sss^s prosed ss&y th^t % m$m%& &e?r •s&pjj? to 
we sr tfes xsls^sl pta^P^. IMs invito sIsd ^i^mp!^:. • 

-&&*b$ to ««£s5g s^Msry dsassssis w&<& rs^smm t& 

30 vv&& iSkstrat^ <srtsk spcalk aspsxits >;€ % b^^im, JSSt. pe^^v the 
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(42) #P¥ 1 1 I » 6 B 

ilif 

AB$>^^ks &?s ml k^c^^ ^tid resume 

$cs of sMI m She ait. :^^i^« : ^^^ m- J^e^l.- &<x&a^ mdtx&kr blql^. 

5 

A l^rtea was ^»d^^ \d£b a psutM sM$ A &hzm m & imrnt 

Stocks;, 1 St, f£ife y & M\, lira*. G, ^ Whtis,; h R, ? Aitos, I L , &nc! Yc**^ R. c 
tar sa^s&m k5 pan^^ phials m& m&l hmsmk W^A-mp^lm was i^sted m 
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(4$) #S¥ 1 l - l 9 € B 7 3 

1 S t 2 8 7 

CSBiPpis s M&P Muase -&tmi$r pmassja Icb&sss 

5 t^mkm m& X is as&S ^ loop am •&> tte- ss&ra s&e* 

siprcp^ sta*&3 h x^tt&s&'&r' ^«a#p&.-*)C M&F :r.*sSa^r, ^Fhsse are fee 
itailks *£'&M£ii&^ by %s m^re MtM smim ^3 the 

edlfclsr sfe«!s -vMdi s&ttv&te mek MM> klixm, W^^'-^^ ^sm^. &$£&3S5^- sfcsiss&li 

FDGF} ? w&ls &s I^^Ffe s?sd C^iP^Ss *^g&3 £o s^&al -s^bbr s&ssses |sg IW V 
15 t&estf^ tefc or cke^f^! stress, fc^&sia* <e#&&s m§ m& pmMsm^m^ m&0 

;Bes^y r .siTiSi^l mn ftims ;sf jfewfessss kl^i&cl I&a^^&sft ^ ':S»e- : tw 

a >cssst wcj%Md m^ia^osisa^ v^s&e -a^te p&®k M0- -i.^-vm*. &, F^b* 
20 L„ J, E,. I. M. s Jtait .*M*S8Sj[ Jftm 4^ ^ m< 34353$. 

CS^ &m^ m^ ( T, 5 Ctei, 

a v .;ii,:2,, <^^> ivA, tin's.* m&n* I &m&}JM$i cmm m, mm- 

M Wkkh^ A. iW®8)t M&l -4«ss^ ^1 i^l S3, 4355-435 9; Wa&m : % t M$$$m s M^mZ- : 

M mm Lett * m 

F^<s<^ M&ta. B^^L 155:^540 {i^>, Ajx ^bo^Bg^ fegrn^ CSSB^ 



mmm i s 9 2 8 7 

fhrnm* 3^:10^*113 pfe^lj) xs *&k& m ftp sek^fels jnsxk^r is .^^4 wltls 
Alsgmsii^s^, fet tsf ssbw of CSBPp ;,sas' WlksssS t&m &pit&p$Mg s&cA as tlss FLAG 

5 s^tM ^icb M&tita SJi JQSeS- s&s* &s FLAQ arid lis? m*m-- &mims&. m^mtez 

CSBPp cm also las. ^#ra$exsci & c^^sk^x in mmmm&m txMsMtk as liia 
PMKkT hy tmssg: t^. mm®.. mw^sM CSBFp \*Ms a FLAG & X^Xkjl 

grsp&fcd by hfbMkmg togste the ^c^vijsg t**c* di^^k^^s : 5- €MT CO* CITA 
Or^VT^GATTATA AM} A?** Afp ATG ATA AAA GCC TCA T€€ <*GA A A A ACM 
.15 OCT TCT ACA A<*€ A<5G ACC T - 3* £S£Q ID MO: 3) aai S^&T TOT AGA 
A0£ €€T mMTITt«r CAT€AT CAT! OT TAT AAX CX^A 

£SB£p feta tfcea mcis^ torn pSPOM-FLAG €SB3^ ^ & JfelllFS^ i^r^oa 

23 H,A0CS£3>k TMs caslil fes frsrisis^sd lass mamm^fe eels m&- ^ Ms or 

% m^mm #£ ^Ife with a ^i^fc ^^nsK^is? ^^ ^s^t^^- sl^^.,. W s It^I) tels fe? a^vKtscjjs 

MiUM y?3^« .SB&h&r «f CSB^, "Otjs^ CS££p f^^^^rsa^it^ ffem 

mm Msass 2£§s%- can be |?sdbi^^ wMi a smta^% is^ m$e£s& ham pmtem t 

MM?EJkP Smm>*2 m- 4} m tks pjasssisce dt sb^j^ <sf €SAIB ^ p?svk»jsly tks^ibfid (5 ^ 
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i?fl¥i i ~~ I 9 6 8 7 3 



confess tit pmmm mm^4 b^ -lists s^K&s ^^ism^w ess 

HsLa, CBD, lis & ^ ^CgBff S*« ^prssssd as ^rd^is, svMs 

:*?&sr is^ai&ra «s^£#^\S^^os < : ^d;:^t^$|$lim«--t^ ; v^. -sits, 

fffctsk ^^egsedia E es& 1$ passage m $fpa% sB&cra cvjfcs^ 

15 ^^^g^m^^Sfiff^'s- 
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®S«f I S 9 2 S T 



Youcig, defter 

(ill x*rs&& ot rm m^mrtm- mm mmxnm *m?®m 

CX3¥ s ^ $1 Pris ts 

(c> o^s^rim 0's v s^:« : bos 
CTs&ssrr smiq^i^ mm* 
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my mww- i % ■ i 9 6 8 ? a 

$M$ 1 Si 28? 

w> mmmi i&sa p^rs 

tBl ttBr nucleic *crd 

till? ^w?m^-c^.: .sso 

£C^&^i*C ^SX^CW CC^^>"CSCT : S3GS&£&:£ cs&s ^ccKQsas:? ■•■«3&£ceg!^TC 

ca«3S ^^octc msm&jzm <&m&mm; mm^m 

mOSTC^CC ms^SGXCOT Ot^eAOOS&S £^^^C£ CCT^SSCSC ^e&TWSCmC 

■wgme&&tim s^xwpcks mms^s&m Kmzgm&m® w^mkm^c 
mm^dm^c it^xm^T? c&§ese&c^ yt mmmm^ ma^mc 
■mssm^k s^fomsc^ amm&i£& . <$mm>$m&. mzzmzm®. 

m^m&tzz mmzc?&®v mmmm>m zmm&moc m^rnm? 
sotm^sse K^^mccT m^sx&mc ctmt&&w- 

^T^W^SJT $30^5^? <3CM3&C£eC£? : ^ms&CtSCS CtliC^I^^S 

&s€^^3^ m^&e^s cm^mmmc evvmmsm mmo^mm <mmmm& 
vmmvz^? c^ma^^ t^c^sc^ <s&^«2^ . m&^&m ^mmvpm 
mmmm^ ^mmM^Jt <^smmcm> &%^ti®mm ' ^ccr^&c^os 
««t c:^c?s^^ ac^^e« ^a^m^ <^e^e^s 

ADccas^s^ ^mmi^m m^^^ .^^cw^ 

CjmSMmS^ T««T ^^5!3^C M^COCCfm CC^CCSv^ ^GC^C^C 
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(m) .-WWW I I--- 1 & 6 8 7 3 

^TCix&xi?? ri&&kcce$t assises* :msms^^.-^ms9i^&^ mmamsm?? 

mtmrx-om ?mmm®s& ^Ta^ami: : ^^m^mm mm^mmm xmo 

mmmmm mTrc^mm ammzczm zmzm^c&c m^mmm «ssp^s ix*a 

emtj^^e *m®^cmz mmmmm- ■■ T^mm^mH ammmrrr^ 1200 

T^em^eAft ^mamcm^ w^mm&r& tm^c^^h Ai^mw^mc sm^m^tcc zgm 

ttc^octsm* mmmmm mmmx&m cmmmme .^rsmm^. *W 

mmm^^^ m?mz%MMm :cmmm&££ t&mmm&s- xsm 

mmc^rm gmmcmm mmmmm mmvmsm cmmczzm -mmmsam. mm 

M:^mm^m. ^j^rai ^x v l^cet^<^ 'M^cl^^: ess^c$s§? asos 

^s^^y^c ^PMsm^r^ ^^^=5^, po^r^i: mmmmm mm<mm®& $m& 

gmmmmzk mmm^<m^ mm^m^m mmmm®& &mmmw% crrme^mt mm 

vtTKas^mv Gsamcmm mm®i&^T ^^m^4t mcmcm^Q mm 

CMSTCTCTST -CtmtC^tT. CTC^CSCW- ^^<$M^PM£-. -E^^iSS&S^ mS^QCCCM^ X?&0 

cesr^^ccTS ^m^^r -s&ssa^e^ ^c^mrre xess 

aw»t qsstoe?^ 0^^^. £s»- 

(2) mF0Em^2O^ SOS, Xli SO; 2 ; 



m& mr Lsu XI e Sly ^ ^ 1^ ftss X»5TS 

Ihx- iVl^. ^rp *£m &esu Uf® Ste Tyx ml Bar &sr<* nLm V&% 

m as 

Sfcr M>« Tyr §ly 3«x Cy** s^r &l«t il* J*s# teg 

$£5 45 

^Xu '.kya : V^L---Al* Xlss Ser J&rgr S5b* SXs*. ^lu X&ss 

i>§ 55 ^ 

.3fe3.a S>y»E Arg Ma "X^rr »g £53a5 M i»y$ 

m ?c 7s ^ 

Hiss i^srs ^sl 3:1^ «ly m i^xs V&t Ph& ttr ^la lex S«r 

.3* 



I 5 8 2 8? 



ss m m 

r^®U; Tgx Ph& ^yac L&tt H&fc Ssat; Gi^ 29ar 

ISC 3.35 &i<? 

£<$\* ^ Lys m s33Ly Ket $1* Has 3®r Slu. X^a. XXs Olii 

IIS 120 ?> . 

Tyr jists "Vai Tyr Sly l&U T^t xX&yB&£-.$$r 

130 155 145. 

Sly ■\ftftl-'V«tI Kis jsafsg---'Xa^ atau kvs ttr*» £&y Asn L&tt -Ala Glu 

:X45. ISO 135 ISO 

Cy* <?Xti :&ssi. It**** &1« 

as* 170 

Ala M lyr Vitl Y*l T&r &e§ ifrp »rg W dX« 

xm i«s x^flt- 

■"Sfei i&V: . 8$3r 3P?^ 'JS&t K&£ Tys- Asa G&k VSsx Vfcl Asp XX«- I £t& Stjx 

200 2PS 

-vai cys n^ te Ala Qixt mt- &m thx m& im m 

As^'-'l^r ^ 1>fc*r Tl« T^t &y£ '\^X '<&53r Oly 

S3? SStf 235 24 G 

V&l ixeo. ^Lv Thsr J&fe ^sl &ys* Xy» 

545 ss« ass 

gsr Tyr 2l<& <£bi . Jfcrc th? ?m ^ ^ ^ * SlJi 

t&Kx i%5 pxo ■askj Sfsr ^ro g&a- Asp- ^sxi -i*X« X>ys 3&s& 

2?5 2§o 2£S 

i>su & V*I Asp Z<m.. 'Zhr Ea Ms Sla Ik kft fe 

zm 2m sos 

Bis &rs> $&e ' l?rs J%sp ssls? <5l^ Xte SSXsi 3U« 

■3L3S 3:10 3X5 - : 33<* 

G^ri ^rc ^jg^ ^ &m ok sis <S1^ Lys? %*hv 

:?2f= :? ^ c ^35 

■^l.U Tsp l^s <^Ik 35i-.s %»• Xls T*d; &m ^© S«3f 

2.4:0' 342 3-5S> 

Jfesg A3T^ ^3»t- Xy©' 
36^ 

ICS s^s^a^^sj 
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(50) #f§¥ I 1 - I 0 6; B 7 B 

mmm is 92 8? 

cjsffim? m^m 5 ^^ . ■iX3fcstiE&2&* . ^s»ss^c? 

saac&e&e acid 

sc^ts^m a?^d?Trt m«m sasKsmxAas:- ^^r^c-? 
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©1) 



itlt¥! I - I 9 6 B 7 3 



m#% 15 928? 

W>MTS CLAIMED IS 
I. Aa g 
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3D 




{«$ ..a.^^^^e te*%at least a te? jdsn% pt$*&sdi^5& 



ID NO: 1 

§, A £sf pr€^i£% a p$gps$z&&\ co3rpds^ ^^ssasg *N te' «e§ 

15. ife sstagcmlst tiss p^is^i-^bk^. 11 
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159 2 87 
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